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[4-10 SRLULAR—F+DE & D]
CQ2
Y R

BFELHIZHT IR +EARRILEHREE (EPT) TIXEAEBEURIIELERET S
BIZ5 ELUETIRIYRINEBEIZERTHE6EMELH D

FEREE#LEICHTIIANOS VEMEE ET) TIEURI LR T BHEVNSAREFRTMNZ LI, UX
DIFEDLLLENENS AP ERLH S
YRHODOER(F EPT KYE/pEy

FEOCRBIZEEL- 7 DOEBREED LRI H X (2016) TIXMEARE#FIILEL M IREE
MELEYRVIZE Z B2 (X /NELV ] (JRSX: "The risk of breast cancer attributable to MHT is rare.”) .
F T ZOVRY ERITEFEFEGE —MBWEERICES LRERENTNIYBELIEEHINT
W5,

AT EZMIodT 5 A b a s U+ iR VR R

.« A X fRHT
Anothaisintawee T (2013) OR 1.33 (95%CI : 1.30-1.36)
Wang K (2017) RR 1.76 (95%CI : 1.56-1.96)
Kim S (2018) HR 1.59 (95%CI : 1.40-1.81)

Collaborative Group on Hormonal Factors in Breast Cancer (2019)
1226 4 FORtT RR 1.60 (95%CI : 1.52-1.69)
54F 5 14 £ OHiAT RR 2.08 (95%CI : 2.02-2.15)

« R A ZAENTHR S LARE O KA nested case-control #fF5%
Vinogradovite Y (2020) OR 1.26 (95%CI : 1.24-1.29)

o bFE0 A ZAEMTERAE LIRS D a s — NFZED X H fEMT
HR 1.72(95%CI : 1.44-2.06) Brusselaers N (2018), Holm M (2018),

Chiang PH (2019), Sandvei MS (2019), Wang SM (2020)

FEH RIS S A b v b BT

- A B fRHT
Yang Z (2017) RR 1.11 (95%CI : 0.98-1.27)
Wang K (2017) RR 1.14 (95%CI : 1.05-1.22)

Kim S (2018) HR 1.18 (95%CI : 1.10-1.27)




Collaborative Group on Hormonal Factors in Breast Cancer (2019)
12D 4 FONElT RR 1.17 (95%CI : 1.10-1.26)
55 14 01T RR 1.33 (95%CI : 1.28-1.38)

- EFC A ZEENTEAS DL O KA nested case-control #fF5T
Vinogradovite Y (2020) OR 1.06 (95%CI : 1.03-1.10)

- FEA Z AT LIGE D 2 R — MFZED A B AT
HR 1.25(95%CI : 1.08-1.44) Brusselaers N (2018) Holm M (2018),
Chiang PH (2019), Wang SM (2020)

Mg H L

EFEXMEIZXT S HRT TlX 8~40%IC A EHSBEMEEHD,
TS5RICHTRIRIIE 1.7 BEBETH S,

“Text of Review [ @ 1.1 HRT and vaniﬁﬂ

Comparison: 1 HRT and vaginal bleeding, Outcome: 1.1 HRT and vaginal bleeding

[B]m]re]2[w]@): [«]c]a] [2]@] [«

i S HRT Placebo e Risk Ratio M Risk Ratio
: = Events | Total | Events | Total i M-H, Random, 95% CI M-H, Random, 95% CI

[v]|Lin 64 183 5 61 27.4%)| 4.27[1.80, 10.11] ——
[vl|PEPI 37 120 4 119 24.2%)| 9.17 [3.37, 24.93] ——
[w]|simon 44 119 8 117, 31.3%)| 5.41[2.66, 10.99] ——
\Y\‘W\SDOM 122 430, 2| 203] 17.0%| 28.80[7.19, 115.30] —_—h

Total (95% Cl) 852| 500 100.0%| 7.66 [3.69, 15.87] -

Total events 267, 19

Heterogeneity: Tau® = 0.31; Chi* = 7.06, df = 3 (P = 0.07); F = 58% T

= Y 0.01 01 1 10 100
Test for overall effect Z = 5.47 (P < 0.00001)
Favours [experimental] Favours [control]

REHEE

BFH

EE ((hyh 75y 1) ISR LT HRT (B THY .. TDM. FIE, BT, Fiz1@k, EEme
#EERE Q

OL#HELHET S,

B OAR M BICEEL-TOOERZEED LRI Y R (2016) TIEIERE B A RILE HTE
EIFFARICES MEEEHBEEERERICHLT. EFHEMHLIRLEDTH S RX:” MHT,

including tibolone and the combination of conjugated equine estrogens and bazedoxifene




(CE/BZA), is the most effective treatment for vasomotor symptoms (VMS) associated with
menopause at any age.”) EEREHIN TS,
oA BEELB LIz R YR T—IAFEITICEWTEI AN D ERENREINTINS,

Cochrane 04

Analysis 2.2. Comparison 2 Any HRT versus placebo: vasomotor outcomes at end of study, Outcome 2 Hot
flush frequency - log transformed.

Review: Oral oestrogen and combined oestrogen/progestogen therapy versus placebo for hot flushes
Comparison: 2 Any HRT versus placebo: vasomotor outcomes at end of study

QOutcome: 2 Hot flush frequency - log transformed

Study or subgroup HRT Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) IVRandom,95% CI IV.Random,95% CI
Baerug 1998 73 15 (111 33 392 (0.78) - 12.1 % -242[-279,-205]
Conard 1995 35 0.09 (0.25) 15 1.38 (0.89) = 112% -129[-175,-083]
Coope 1975 15 Q.57 (1.1 15 2.1 (1.73) — 59% -153[-257,-049]
Coope 1981 29 081 (1.39) 26 224 (1.11) = 9.0% -143[-209,-077]
Derman 1995 34 074 (1.3) 36 076 (0.73) - 108 % -1.50[-200,-1.00]
Notelovitz 2000a 225 1.95 (1.17) 55 3.02 (0.83) = 13.1 % -1.07 [-1.34,-080]
Symons 2000 Study | 149 151 (1.13) 38 285 (09) - 124 % -134[-168,-1.00]
Symons 2000 Study 2 169 202 (1.18) 67 345 (0.71) - 133% -143[-167,-119]
Viklylaeva 1957 32 234 (0.85) 28 302 (0.61) - 121 % -0.68[-1.05-031]
Total (95% CI) 791 313 -* 100.0 % -1.40[-1.73,-1.07 ]
Heterogeneity: Tau? = 0.20; Chi? = 50.11, df = 8 (P<0.00001); 1> =84%
Test for overall effect: Z = 8.37 (P < 0.00001)

-4 -2 ] 2 4
Less with HRT Less with Placebo

BE BT

HRT [ZKYBEXEML., BRIVRIIFIET TS,

PR PRWICBEELT 7T DDOERRFRO AR £ H X (2016) TIE

+ MHT, including tibolone and CE/BZA, is effective in the prevention of bone loss in
postmenopausal women.

+ MHT has been shown to significantly lower the risk of hip, vertebral and other
osteoporosis-related fractures in postmenopausal women.

+ MHT is the only therapy available with RCT-proven efficacy of fracture reduction in a




group of postmenopausal women not selected for being at risk of fracture and with mean

T-scores in the normal to osteopenic range.

EHY EERECEFERDVEICEVTHENTHIEEALN TV,

Study ID Increase rate (95% CI) %% weight
—— :
Stanosz .S 1 0.049 (0.021 = 0.110)  16.14
I
|
Davas. o e— 0,026 (0.012 - 0.088)  61.77
I
N I
Pereda.CA =+ 0.039 (0.008 - 0,163) 6.80

Yang TS

- 0.040 (0.011 - 0,13%) 9.80

Gonnelli.S

0.066 (0,022 -0.178) 3549

overall(I’=0.0%; *=1.82; P=0.768) <> 0.034 (0.017 - 0.081) 100

T T
1] 0.2

Figure 2. Percent increase in BMD following one year of using transdermal estrogen.
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Analysis 1.2. Comparison | Hormone therapy versus placebo in primary prevention, Outcome 2 Death
(cardiovascular causes).

Review: Hormone therapy for preventing cardiovascular disease in post-menopausal women
Comparison: | Hormone therapy versus placebo in primary prevention

Outcome: 2 Death (cardiovascular causes)

Stucly or subgroup T Control Risk Ratio Weight Risk Ratio
" ~ H.RandDrE?E% H_Randa%;s%
DOPS 2012 w7502 18504 —— 195 % 028[0.10,075 ]
WHI 12002 3918506 348102 - 9% 109 (069, 173]
WH Il 2004 €2s310 6315429 - 26% 101 [071, 143 ]
Total (95% CIy 14318 14035 - 100.0 % 0.81 [ 0.47, 1.40 |

Total events: 106 (HT), 115 (Control)
Heterogeneity: Tau? = 0.15: Chi? = 646, df = 2 (P = 0.04); P =69%
Test for overall effect Z = 076 (P = 045)

Test for subgroup differences. Not applicable

w2 al | 0 50

Favours HT Favours cortrol
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Analysis 1.3. Comparison | Hormone therapy versus placebo in primary prevention, Qutcome 3 Non-fatal
myocardial infarction.

Review:  Hormone therapy for preventing cardiovascular disease in post-menopausal women
Comparison: | Hormane therapy versus placebo in primary prevention

Outcome: 3 Non-fatal myocardial infarction

Study or subgroup HT Control Risk Ratio Weight Risk Ratio
M- 3
HRandom5% HRandom,95%
N N d d
DOPS 2012 11502 /504 — 13% 025[003,224]
EPAT 2001 1111 1 e 08% 100 [006, 1575 ]
ERT Il 1579 1184 384 — 12% 033[004,3.14]
Greenspan 2005 11187 386 —_—T 12% 033[003,3.16]
STOP IT 2001 8043 33 - 35% 135[036,500]
WHI 2002 151/8506 11418102 l 441% 1261099, 161 ]
WHI I 2004 149/5310 16815429 L 419% 0910073, 113]
Total (95% CI) 14943 14539 ’ 100.0 % 1.02[0.80, 1.31 ]
Total events: 312 (HT), 296 (Control)
Heterogeneity: Tau? = 002 Chi? = 7.74,df = 6 (P = 026); > =23%
Test for overall effect: 7 = 0.17 (P = 086)
Test for subgroup differences: Not applicable

002 ol | 0 50
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Analysis 1.4. Comparison | Hormone therapy versus placebo in primary prevention, Outcome 4 Stroke.
Review: Hormone therapy for preventing cardiovascular disease in post-menopausal women
Comparison: | Hormone therapy versus placebo in primary prevention

Outcome: 4 Stroke

Study or subgroup HT Control Risk Ratio Weight Risk Ratio
M. M-

HRandom95% HRandom35%
N N [ a
DOPS 2012 117502 41504 —r 43% 079[036,172]
STOP IT 2001 101243 23 - 16% 1.69[047,602]
WHI 12002 I51/8506 0758102 = 34% 134[105,172]
WHI 11 2004 168/5310 2715429 u 507% 1350108, 170]
Total (95% CI) 14561 14158 d 100.0 % 1.32[ 112, 1.56 ]

Total events: 340 (HT), 251 (Control)
Heterogeneity: Tau? = 00; Chi? = 188, df =3 (P = 0.60) P =0.0%
Test for overall effect: Z = 339 (P = 0.00071)

Test for subgroup differences: Not applicable

0w o ' 0 50
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Analysis 1.5. Comparison | Hormone therapy versus placebo in primary prevention, Outcome 5 Angina.
Review:  Homone therapy for preventing cardiovascular disease in post-menopausal woren
Comparison: | Hormone therapy versus placebo in primary prevention

Outcome: 5 Angina

Study or subgroup HT Control Risk Ratio Weight Risk Ratio
HRandom,95% HRandom95%
N N d s
WHI 12002 106/8506 126/8102 L 428% 080[062. 104]
WHI Il 2004 163/5310 17115429 E 572% 097[079,120]
Total (95% CI) 13816 13531 + 100.0 % 0.90 [ 0.74, 1.08 ]

Total events: 269 (HT), 297 (Control)
Heterogeneity: Tau? = 000 Chi? = 1.33, df = | (P = 0.25); 2 =25%
Test for overall effect: Z = 1.13 (P = 026)

Test for subgroup differences: Not applicable

o ol | 0 s

Favours HT Favours control

VTE

Analysis 1.6. Comparison | Hormone therapy versus placebo in primary prevention, Outcome 6 Venous
thromboembolism.

Review:  Hormone therapy 1 disease in "

Comparison: | Hormone therapy versus placebo in primary prevention

Outcome: 6 Venous thromboembolism

Study or subgroup HT Control Risk Ratio Weight Risk Ratio
{Random 5% HRandom5%
N N o] fof

DOPS 2012 2502 20504 — 46% 100[0.14,7.10]
Greenspan 2005 g7 1186 —— 2% 199[018,2175]
STOP T 2001 4043 3 - 38% 202023, 1792]
WHI 12002 167/8506 768102 L 93% 2090160,274]
WHI 11 2004 115310 8615429 . 388% 1320100, 174]
WISDOM 2007 2219 31189 - 104% 731[219,2439]

Total (95% CI) 16944 16533 * 100.0 % 1.92[1.24,2.99]

“Total events: 308 (HT), 169 (Control)

Heterogeneity: Ta? = 0.1 |; Chi? = 11,46, df = 5 (P = 004); P =56%

Test for overal eflect Z = 290 (P = 0.0037)

Test for subgroup diflerences: Not applicable

0001001 01 110 100 1000

Favours T Favours control

PE

Analysis 1.7. Comparison | Hormone therapy versus placebo in primary prevention, Outcome 7
Pulmonary embolism.

Review:  Hormone therapy for preventing cardiovascular disease in post-menopausal women
Comparison: | Hormone therapy versus placebo in primary prevention

Outcome: 7 Pulmonary embolism

Study or subgroup HT Control Risk Ratio Weight Risk Ratio
" ~ H.Randar%)S% H,Randorlg%%
WHI 12002 86/8506 308102 — 469% 206[147,315]
WHI 112004 525310 3905429 -—a— 5% 136090, 2061
WISDOM 2007 1072196 22189 I 86% 498[109,2272]
Total (95% CI) 16012 15720 e 100.0 % 1.89 [ 1.17, 3.04 ]

Total events: 148 (HT), 79 (Centrol)
Heterogeneity: Tau? = 0.09; Chi? = 4.35,df = 2 (P = 0.1 1}; 1> =54%
62 (P = 0.0087)
Test for subgroup diferences: Not applicable

Test for overall effect: 7 =

05 07 | 15 2

Favours HT Favours control
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Analysis 2.2. Comparison 2 Hormone therapy versus placebo in secondary prevention, Qutcome 2 Death
(cardiovascular causes).

Review: Hormone therapy for preventing cardiovascular disease in post-menopausal women

Comparison: 2 Hormone therapy versus placebo in secondary prevention

Outcome: 2 Death (cardiovascular causes)

Study or subgroup HT Contral Risk Ratio Weight Risk Ratio
M- M-
HRandom$5% HRandomg5%
N N o] Cl
EAGAR 2006 240 443 —_— 24% 054[0.10,278]
ERA 2000 6204 3/105 —_— 34% 103[026,403]
ESPRIT 2002 25513 30/504 - 2A7% 069 [040, 1.18]
HERS 11998 7071380 59/1383 [ ] 562% 119085, 1671
WAVE 2002 87210 6213 —_ 59 % 135048, 3831
WEST 2001 117337 13327 — 103% 082[037, 1811
Total (95% CI) 2684 2575 + 100.0 % 1.00 [ 0.78,1.29 ]
Total events: |18 (HT), |15 (Control)
Heterogeneity: Tau? = 0.0; Chi2 = 394, df = 5 (P = 056);  =00%
Test for overall effect: Z = 000 (P = 1.0)
Test for subgroup differences Not applicable

FERGEME LB
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Analysis 2.3. Comparison 2 Hormone therapy versus placebo in secondary prevention, Outcome 3 Non-

fatal myocardial infarction.

Review:  Hormone therapy for preventing cardiovascular disease in post-menopausal women

Comparison: 2 Hormone therapy versus placabo in secondary prevention

Quteome: 3 Non-fatal myocardial infarction

Study or subgroup HT Control Risk Ratio Weight Risk Ratio
X M.
HRandom 5% HRandom 95%
N N of of
EAGAR 2006 240 243 —t 10% 108[0.16,727]
ERA 2000 127204 705 —r 45% 088[036,2.17]
ESPRIT 2002 41513 31/504 - 179% 130[083,204]
HERS1 1998 122/1380 13471383 ] 664% 091072 115]
WAVE 2002 41210 413 — 19% 101 [026,400]
WEST 2001 147337 127327 - 63% 113[053,241 ]
WHISP 2006 3049 651 — 2% 052[0.14,197 ]
Total (95% CI) 2733 2626 100.0 % 0.98[0.81, 1.18 ]
Total events: 198 (HT), 196 (Control)
Heterogeneity: Tau? = 0.0; Chi? = 294, df = ¢ (P = 082); P =0.0%
Test for overal effect: Z = 0.25 (P = 0:80)
Test for subgroup differences. Not applicable
Ql 1 10 50

fpizE

Favours HT
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Analysis 2.4. Comparison 2 Hormone therapy versus placebo in secondary prevention, Outcome 4 Stroke.

Review: Hormone therapy for preventing cardiovascular disease in post-menopausal women

Comparison: 2 Hormone therapy versus placebo in secondary prevention

Qutcome: 4 Stroke

Study or subgroup HT Control Risk Ratio Weight Risk Ratio
HRandom35% HRandom 35%
N N ¢ c
ERA 2000 117200 67105 43% 096[037,253]
ESPRIT 2002 107513 47504 40% 164 0,40, 4471
HERS 11998 106/1380 96/1363 569% L1 (085, 1441
WAVE 2002 n10 4nn 0% 228[071,730]
WEST 2001 51337 537 5% 095[067,1.36]
Total (95% CI) 2640 2532 100.0 % 1.09 [ 0.89, 1.33 ]
Total events: 187 (HT), 164 (Control)
Heterogensity: Tau? = 00; Ch? = 283, o = 4 (P = 0.59) 1> =00%
Test for overall effect: 7 = 082 (P = DAI)
Test for subgroup diferences: Not applicable
002 Ol I 10 50
Favours HT Favours control
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Analysis 2.5. Comparison 2 Hormone therapy versus placebo in secondary prevention, Outcome 5 Angina.

Review:  Hormone therapy for preventing cardiovascular disease in post-menopausal women

Comparison: 2 Homone therapy versus placebo in sacondary prevention
Outcome: § Angina
Study or subgroup HT Control Risk Ratio Weight Risk Ratio
M- Mo
HRandom5% HRandom95%
N N d c
EAGAR 200¢ 12/40 1043 86% 1291063,245]
ERA 2000 33/204 22105 150% 077048, 125]
HERS 11998 109/1380 120/1383 724 % 091 [071,1.17]
Total (95% CI) 1624 1531 100.0 % 0.91[0.74, 1.12]
Total events: 154 (HT), 152 (Control)
Heterogeneity: Tau? = 00; Chi2 = 134, df = 2 (P = 051); P =00%
Test for overal effect: Z = 088 (P = 0.38)
Test for subgroup diferences: Not applicable
a2 al I 0 s

VTE

Analysis 2.6.

Favours HT Favours control

thromboembolism.

Review: - Hormone therapy for preventing cardiovascular disease in post-menopausal women

Comparison 2 Hormone therapy versus placebo in secondary prevention, Outcome 6 Yenous

Comparison: 2 Hormone therapy versus placebo in secondary prevention
Outcome: 6 Venous thromboembolism
Study or subgroup HT Control Risk Ratio Weight Risk Ratio
M- M.
HRandom95% HRandom95%
niN N a a
ERA 2000 04 17105 —_ 74% 360045, 2850 ]
EVTET 2000 871 1169  E— 76% 777 100,6053 ]
HERS 11998 34/1380 13/1383 - 512% 262[139,494]
WAVE 2002 41210 4213 — 158% 101 026,400
WEST 2001 3337 4B — 137% 073[0.16,323]
WHISP 2006 1149 1151 44% 104007, 16.18]
Toral (95% CI) 2251 2148 - 100.0 % 2.02[1.13,3.62]
Total events: 57 (HT), 24 (Control)
Heterogeneity: Tau? = 007; Chi? = 562, df =5 (P = 034), =1 1%
Test for overall eflect: Z = 237 (P = 0.018)
Test for subgroup diferences Not applicable
02 @1 1 10 50
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Analysis 2.7. Comparison 2 Hormone therapy versus placebo in

Pulmonary embolism.

Review: Hormone therapy for preventing cardiovascular disease in post-menopausal women

Comparison: 2 Hormone therapy versus placebo in secondary prevention

Outcome: 7 Pulmonary embolism

secondary prevention, Outcome 7

Study or subgroup HT Control Risk Ratio Weight Risk Ratio
HRandom 5% HRandom 5%

N N o] c

ESPRIT 2002 513 31504 — 305% 098[020,484]

EVTET 2000 8771 1169 — 201 % 7771100, 6053

HERS | 1998 1171380 4/1383 —— 494 % 276[088,863]

Total (95% CI) 1964 1956 - 100.0 % 2.481[0.92,6.70]

Total events: 22 (HT), 8 (Control)

Heterogeneity: Tau?

0.18; Ch? = 257, df = 2 (P = 028,
Test for overall effect: Z = 1.79 (P = 0073)
Test for subgroup differences: Not applicable

002 ol | 0 50

Favours HT Favours control
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